Mediational analyses showed that 47% of the increased risk for heart failure that was due to Lp(a) levels was mediated through myocardial infarction and 21% through aortic stenosis, with 37% not explained by either myocardial infarction or aortic valve disease. In regard to the genetic variants, Kamstrup and Nordestgaard (1) noted that although the confidence intervals were wide, rs3798220, which was present in only 3% of the population, was strongly associated with heart failure that was not explained by myocardial infarction or aortic valve stenosis, whereas all the effect of rs10455872 on heart failure was explained by myocardial infarction or aortic valve stenosis. Kamstrup and Nordestgaard (1) postulate that high levels of Lp(a) may increase arterial stiffness,
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PRACTICAL IMPLICATIONS
High levels of Lp(a) are associated with increased risk for myocardial infarction, stroke, aortic stenosis, and, as now shown, heart failure. Two SNPs, LPA rs3798220 and LPA rs10455872, were present in 3% and 14%, respectively, of the population in Copenhagen. percentile. Future studies will need to focus on individuals with very high Lp(a) levels and be designed to enrich enrollment of these individuals. Furthermore, endpoints in such trials should include not only the typical atherosclerosis endpoints of myocardial infarction, stroke, and revascularization, but also aortic stenosis and heart failure.
